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CraiB^mietem& to Pnot Apps ieai im 

fOOOl j This is a conttrtuaiics-s-ifi-past sppitcatbri o? U.S. Si;Ji:>itcauo!'^ S?jriai f^s 484,060. fifed JsifUiSjy i S, 1 <)gO 

■:a!i.?sd o>i:0!.-:c-d cs?;k.;Ois; ■■riatijrsiii ^vt-ich may aiso ifsciyde actd-sens-sEivs frss-cSicarfiijiii*.. biaiojiics. •■ji;.-;y!f;ss.-, ^sod ad- 

::-.v3k)!vpfov-;!;rvcs:;jb;.-;f!Ocss, NeytrnK^sdcsxidssdceHuicisecioih may applied lo a ^riemorff^s 

k;! i-.?;rrios;E;jsis.. o( ;! t-r;ay ixi posstiorsed bsivuefjo a sjHs of siisgbai activHy arid oekjhbcsntig {issue Xoptmeai pcssj! op- 

B&cHcgfOijf^d oi the Snysfito 

tC^«0*j Crt X^ttp!>?K t~» 4 <} i <ii i r^iU S X<3f3 t {K X (.-Jt 

ton 3 J t I } ji f i 

0004] t s. KuisillKa 



XS,*:] u ">\ fcU! a « a 

P> r u > t { J \j h ) « i 1 ty h^? !S f i "^q "s n "!» in 

P f ^ i hts r c h «i \ fy -^u h ! " <^ ( Ut ft f^t fjo r> t-r <Jj. i ut^ s^iJ > ! 

I in •< hc"^ on* i > rsxt f I c c s K toy p! s f »( i -i s f s f <. ? 

OOOSj Th<^M«'^ ^ w*^**. oti^? i& yo to ovlN^s au c ^ a i u'.'o ic -v. 

X «si -^(-iit 1 -ip'i f^ss (.-ihs 



urea or its N.N-disubsjituieUaiKyi of atyi ciecivaiivs-j Finsiiy. the o>;!di;;ed oeisuiose f£ convssied to its caicium, sodiursv 

V ^ t < V i * . i f < I T S . ! 

iOOOS] c^xii « oiftio (brf c « of^ b i )b t t u ^ t i. iki at u> s> ^ jpfic or 

c \M( I c c.«s t N5L C > ( '^i >=4a « ^?-f*^ <f 

i s <,f J}, X f t 3 a « H a { \ ^^t ){ 

f i i IC <^ ifi^Al ^nfA 

i- >( > f s< k kl ; i t( 5h€ *« flj- J ( 

to T ) mod d'^sJ J < KTTr <— > 

:[OaOSj k !» "ihsrefof® an cfojfjot of ihe'presen! iovj-nticn ui prGv»:iG a storago stabis nentxnii^ad oxidized cssiuSoBO 
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with ths prC'Cssssiii fi;r^d f>-ss!h<xss ot ti'is prsssni iiwsnLio;-:. 
iOfil -J] in .;;ox.';<ia!:;: j Vvi-n patposs^ of \h& tttvaniiof!, sss wixxtect imi Kiily dascfibsKi nofOin. tti<5 i!v,'S::-:;icn zonv 
p-fcs.;:> !0; i.-i«.p::i!!! .',; a -jroiSsgs stable non-ifntst!r!9 and thefSpsutsC neiJsrsii^ed oxirffesd C9!k<:oi.-8 piodi;-;; 
<;i;:Vipr;;;!t(;j ire C5! coiiUii.iif-ssj an «oisiic: OKfcJi-i«d cefsyfoss jri<3t8r>«l with Si wabj:- Sfna aiccshoi solijtton d a iHpiiy 
iiiiuc iisti oi w<y3k acid io iSfevaji* ihs pH ot ?h«j csiiufoss maseriai to bslvveeti 6 and 8; ^^fashlncj this fr!ate!i.ai i>viin 
aicohoi fo remove any sxcsss ijalt and wiiiesr. sind dfytng t^is csifotesic rfiassflai So remova skwhoi (Sr; ihsj spacstfcation 



poUfSSiuft-! lorjTtats. and (Tiixlums- thereof, fi^s otnsf p:s:4'iV:-Jd a';-;cod!'^^.cn;» -rs.- •jiightly ba&ic s-sh a vvsaK acid !S S; 
ctstoftda-frea !rior;;fit)!C s-ofd sisit ssjch agriiscsdii;.''! hvcitc.-jjt'n ^,EK;:pN,uit> ^i!p<..;:-iSi«)uri hyiSsotjofi ph >i.phaU.- of !T;:>:!:.!res 

1.001 4J in pretsrrsd efnbocfimsrsts of tj"ss proeess of the invsntion the v;®5s? snd aicoho! sa!«iicsi has s raise of sbout 
3 2 to about 1:1 «f ak;eho! to wstef. PrdfsrebSy the ai£5S^*sot osetS ia sriettec^; Tlia trtvefstsOi-) is alsodiroctsKS fo sjotaga 
stabis >-iSis.s;:a!i;-:sd oxidssd ceiiuloss products produced by fh« process of ths invontion which may or fnay nof f>s 
irfipffisgrsaUid vvi-h 8« ejffeestva 8ns>imt of ;acd--ssrisi(i5.'«s rri8dte<in>fim, 

[QOISj As s.-!ibod£ed atici described herein fhs ittv^i-slion afsocornp^ises t^s products pfoc^yesd cy Jhs process of Ihe 

^0016j As s^UVdiid « X <..a!>c!tfcau o a ■■ !«, '^yn- ^ ^„ n . ^ ; ^^.^ ;e ioi^x^^;ja- 

o'iSinq ;hf' si'X oi --ippiyrc! fo ■» ncmc-ri-, s-'.o -^f >^ , -\ ^ a> ^ ^ . ^ . .-jc- sv.xi- ci pro 

si^fombin, 

[0917] Tnsipvsotsonfiiisha! c^Jm0f!5^>St!^O!^JO^,^Ji^. v<^4<"i : s < ^sN'S-o- a M^wr cofnpji&as po&ifsoii^'sgai 

-.^>"v^~a^ <^ v^<^er» t>- e -^s*© of f '^'^ ''vi g V > v ■/n c f.c fSiai w a nejt A /«d cxOi «d v oie 

mafafia: pt'-xiijcad by the process of &ia Iwaniiari. havlrsg pH irs Jfsa rancia bgjwsari nixsai 5 and 8, isiod oplionally 
imfjfeigiristsd wish a sisfgical adhesiotvprevsmive syhstarsse. 

D$sai!s<i d s-scrigtion ol ths.- pfsferred <amtepdjme;-!fs of tn^ fiw^fitiori 

[OOiaj Rs?(;-«tics WiSi now be- o-sads in dssaii to pteferrsd erfibodiments of ttis !Vivs>ntfon: <5>£8!riptes of which are iiiv^i- 
■ra'ed in lii-? foiiou-ing exsir-^ies ssctian. 

i 1 ' hapi\-« sc'^Mo ^ < 1 >M 

;-5!aife;j k; as.- ;:?o!f) ;n i;!.;';;.sft{^usfti rssfssfsacas bu! S s; iji-ids-isiixsi by lis-i; t^.-nn ifsat ;-if!>- .s;.ii;;ii:i!-5 rnfii-sriai ccyki b« u$;;k;. 
in 'his pM ^a!^s«, aoid-sensitfvs tf^^rsp^utte matsnafs isicludit^g rrjeciicaments, biologies aad ertxy^-ss c*if> i;>-s sppHed 
io iha t iati-; .:(nd r«:?r(airs vtsabis and SfjsfSipeafscaiiy affaofsve Fyrthsf. tfss aeatfaitraiscsf^ procsss of invas-s;! y: ni-tsx- 
psicU-diy produces a caiiyfostc fafhtSf la! which refaids its fntsgrify and ssmils> sfvsrsgih v-ifiise mifstiYsjyir-;;^ shf ii-ikage wiiich 

[0020] 1 1. n^ t o* mo it^' h<^ -^i Ji'tiifx dim ^ la itda^as-O) i i <. (.i-Of 

3 ^voynd if ■ Kssp ii ci'j.;;" fiicist in ofhaf cfnbfxiirnenis the cioih is irripfeqnafaci wst?- fr^edicsfv-sn;;? iiiic.ii a? tof 
sxafVip'Si. gfowih lactofS; P&cisfictdai agents;, ot antii-iistasrsiosis;, Sucfv scssms; stowiy ieacfi oijt oS tPa ctoJP si-id ir:5o ti-te 

provides a bioabsorbabia mjand covijrifig with gooci thetapeanc vaias 

x'ar.sani i;;; saorag-J-asatsta. and ha-nosEaiicaiiy aifaoJsva ciloti-! coirt}jos:i;toa Tiisa ss; :n cx.-aa-isa vviia ai:a>r:pif-:3 ass; 
ot sfrong&r tsasss socn as s>odsum i-sydroxicse: ammotmsrn hyofoxids, sodiun-s carbo'^ats oi sodiujr, bicarbonafe vsfisch 
undeairsibfy Ci-iaso sfio riaiiiraHxed cfofh so umccspiably w«akers partiiiliy goi. Puffhsffnorg, thfj o>iidi2iad csiiiiiosiJ 
=s ' S'v. ?!t;:^r VI, ou' 0^ ot' .so d x in )tv<X5c* ios i x d wh>c' ts a by a odu>it o^ hp '»-iC{!c,r ci ch wsJs *!t ^ 
th«! oxidLrsd ceiiusosss Strorsg scids s«ch as fiydfochioric acid can cm&e oxidixod cfiiiuloso io dgcotr-pose (ofo sow 
raofacuiar ^vs-^hX posyrswf. vviih !oss ol ienssit' sisongthaf^d sho-tes-isd si-seif isfa Weak. sioid does substKiasiaiiy nod&trsags; 
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fOC^S] Tno not;! :ai;.; •;:::<: <.-■ ;-^\xc-k-() ! j c.<5;;!c;; <: 0 ir; 'Viixkf-os; of vvatijr iJncS S!!D->i-!oi&. Ths; :;-;:KhJr■.^ WH-ftt aficS 

aicohoi r-c-vid'^s vjocxi jo!; b iisy -iv: AT- ik ;-af;s via watsr. ss^d tf^s sicohoi p:';iVt-".5- i'S t^yKiiy'sd csilySoss 

*'Of"i>( t>j - i'SiHXiX NOOPq ■'OtfOC ^lUltHfi - , ->U31 ~^\x-t ><^ > " •>{ \ , ^^^S3 -^M 

teria? s^'t.- st- ttnvjj ycsfi.«iwf -5 if^c oit^'onuU .5Lo;\^ »t\M(.!St' -iUssy of iS-ss stbov^^-nsnEsosjSd «i<j.S{ ■i«v« qooci soiuosisty 
In Shis afccjho! sf! conribina<!0?> Wnh watsf. PreJsirafejy. sHs ascohoi to waSer raics h«s « rafvgs csf abcsyi 4 i io f :4 . sf ^hs 
soiuf w besc!f»-ses Soo isch in aicdsoi. s<;n-h«: ssaits may icnger fc.:> soi[jbi« pss'tiSijSsiJiY !• th*j afcfjSioi ("5 olhes -han 
?v5sthsno:. ■! ihs soSutrOi'! sscosnss too nch trs water; som« sweii:r:g of ;hs ctelh wtff ocour as nesuSrai Kelson takes eiacs 

a in ^ ' >' <: \ - i. . ! .■^ i < ) ' < f / . iclij.x.x^t'- 

cases as soOiUm hydiOXtcie Csodiyfr! csrcooate sodium ijiC:',;f00i\!:c' i^no <3!r,fi-:C!-i;!,"T! hydro.sic-? 
10024] Oxidaeci ca!i«iose b&hsivssi as; ar? ioti aschancjSf srsd wtit psjii oui of soiijtfon -h*? sfjstai «jf!C<i oi siny saU that 
is pa&ssci ovsf it, Th^ &y-pfodoci of this $j<chsn§« is an ackS hem shs ssR srsd by ^}$hg& s&u of a woai^ organic «cid 
a weak acid sach as Bcstic acUi ts pracJticed vs^hidi cJcses oa sSsimsige to ths doih Ussng saits of stfot^cs acids suctj sis 
SGdium eh lofids of sosSiumsuMte producss tiydiwfjiof to of suSuf so acid by^rodu^ts smpectiv*^', ssticS vhsss sximg 
acsds can eaass damans sy&S as dspoiyjrssflKalfers of tSie doth. 

[0028} Whsjn mtnq sc>dii,»r( or {)olas6!!JT^^ sslts of weak sckiS; Jh«> sodbm oi pfttsssk^rs kxi is «!tchm^(5<3 ior a proton 
O'l ;hs ox;ci;;:!SCi ceSiuiO'sa and p^srt o!" if^o ■s-;:!', (s c.or^vertsd to wssK scid. Ths sTnixSyre o. acid and sa" in iha soi^ition 
-li' J ii ■> X N<. 1 i ^ ifn' - 5 V c > V ri pi • a xi c 0 "sU - / <!\f ^ .i A oc^yi- 

i:;-;: tfS'.s^MOf H i'liiabi ;>"-S-'S vVha^Sby ^C-C :.:rA Of pOiaSSsUm afS bOOs'sd So (i-'O atirf pOitiOn Oi iho 0.<:di,?SS 

ps5.s3d Jhrougit oxtcily.ad cei-yios*, ths dan o\ii or-$ so<i".::!i k;:-! and tonm in«; ^^sdivin-t sais of oxids/ed cuiiulos-s 
and a weak; acfd dihyxtfogen scsdsum ptiospj^ats (HgNsPO^).. The foffnatloR of dShydrogef? ^odiwm phossphaso in if-ss 
pfsssnss of dissciiufs {^y!d!<5§8n ptsosphate forn"ss a.desifable &Msf which k&sps tn& jsi-i Jhs sosyiiort syfficisriity 
cQi5S5anldunrsg ?hs fjeyfrajtestlon rssctksn. 

{00273 Using a sjtesfchioJTistfic amoifot of, to? oxjimpio, sodium acsjais bfings s degme of nsysmiizasiori of 

ti^e earboxyiic acid groi^ mm-mttMsa cslluioss po^mwc'Tnfe controf of pH sy:cf88ting a^eit gsnsmtii^g fjtiffsrsd 
aoiuhon and ihe use of methfinoi to csansro! iho sweiBng of iK^ cloth, leads so a siifficiantlv nijutrrriifeed cloth so ihai 

vf»"U<^ ; A 1 ,1 >■* 1 it V ^ > f >-0 0V/ i' I 1 ^ <^ >> f'- f>-< V 

oi the cfaiir Sfe presefvs'i. 

?GiLi£0 ) < <. < r. ^ i-^VNal« fMiO $ 

ffOfn 4 1 io A ■■oo'i: p;e!!--5r,s-;,:y (jk\..:X,-. '>oi;;;!0!-! abotjf a S.;? to 1 1 tT-isUi-i; of triijtiiarioJ and wa!«;?. 
[OOSS] Tha «*!-!^05jfT; of §<5d!ynri acssata s-aS yssd cfapends upon {h0 o«^fa« of nsutraffeation desired iot tf^a csof i^ and 
m% tie loss Shan; sq«a! to ot tip to two times the rrtoiat oquivatentof s^jifbcsxyiK; acid cf^itorss of ths oxidized ceijijsaso 
Giotii MoiS prsf^tred is an aaxjunt ot safi afOiChiOR-seinc vs'tsf> fhs camoxyiic actd ccnisot of tns ctoU-s Ths toiio^vsno 
.•Tl.^thc-■■j f- ;.:5'?d fo doicif^ -nt; -::fnoyfif of sodium acolato rsssdsd 5o neytfai(?s iOC {^'atv-s c,v;c: ,-(^ci cio!:~ xv-ih h 
csiiljoxyiic ^vy-'i toiiion; oi !8 vvoitiin pofcsot T>!-3 waigf>? oi Sbs cto-f-s ilOO gmris) ss fnuinpSss'-J l-y j.-sicor;. <::--;bo:<yi:C 
acics So of"cJin ine wsiq:-'! o'' She oarboxyifc acsd pofsion. inus 500 >; 0, IS IS grarrsa of c.^vtoKyi!:- r;;i-:o Tn:s Siv'^ood 

■!»>.? inoli^M.;!<s; v-o-'f^i of ti-o c;ar!x;5iyi!C acscs gfoijp ^"COJ-n, <i5. io gt-j'i th«.- n:Ot«s iail>:>K^V': .;^:id '^ 'Xis, i&45 
0.40 moiss Ths riiotes oi sai^virn acsiats foqwffod to r^guiFaiixe foe ojjxsiged cioSh is; siOienjomaSric with t?)s (Tnoies of 
<. ? " < i K<^Kthl N « u' It ? t 1^ f dp+f ' no 

ibs usiK! f ! ine ■ siacSifjn ss focfiatg^jd with fxash soivent and siitii atUi: the ft; si ciiai^a rescises a constani pi-i . Tha osiisiiosic 
!-n?«fsiia! wifh sievateo pH ss thsn washacs aiconol to fertw? tne- eKCi'is. -.vai-;: s.cdii-::":' acjUte sais and ior^s iftors- 
from. 

10031] f>v rteSf-iiXJO' >p^,t>:i(' ?<>&cioi*- jNt. .M'oaa!.t) k>uf viiatt <^ 5 ayjt'ri /iOvj 

agerst inroiigh tf^o ctosf'^ and fjy controiSsrigthe an'^oijnt ci riotiSkiti^^iSfOs' by n^ontSosincs ii^a pH ot iha Cffcuiaisng soiySion. 
Afi oxafs^pfs of a pijmp !js.8d Io oircuiate She soi^iSim of naotiaiising saet^t aroutid as-id ihioagf! ifje oxidi^z^d oetsuioss 
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work just as well, 

|;O032] To iiitny out -hs r.ssjUaifxatior! n O'fOiMfmg bat^i wiih pump is fsfisd wiih jjSccsho! Sfti3 ths f-s-Ki-saS^ing 
Bjjijr;! s t.-oh ;)s: isocikif?^ f«x;ta-;« ss adsteci afid the pamp tusnsa on. Th« pcogisss <5? ttsa fieu^tafiiiKto's is stiofsiiofed by a 
pM pic-fss: sho;.::;:.; iCrfch h oor-:SLtanJ vak!© 8is rssifit^lteaiion 'i& compistss. As this Sims ihe rsscilcsi i& ovfisf 

01- id Siie ck"t! :s. !<;;r:r;vc.ci ;ro;:- ;;'-o cjin!St»r stid wsshad wsth trs^ihyi {ilcohol by srsf-fj^fsbg ii sr; s tssisKet cOTiaifiing 
;;i.;!fi;;:f::-;i 3icG^x..: c.-vef Hie ii >!;i Tfis cioth js (h^sft aif dsled to f&'noy^ any sscsss wafsf fsnd sicohoi A- this patnt. 
the pH of «1« ciom 18 above 6. 

[00331 T>-vo f..fo;o:;tid ,ii;:o:<c; ••;> i.sse Sof wasMng is again melhesfsoi aUhoygh othsr Jsicoi^OiS such as ethyl afcoi-ioi. 
p\oay\ 3k oh;;i, ats;; ss^cpiopy; siiccsx;! rt-ay be subslslutsd for m&thano! aci ksncj as »!» ?-!fiijt!r?ii(;<ing sgeo!, s5 g. sodiijjri 

[0034] T>i« aff-c5ri«i^ materiKl may iri cartaifi psefissfrsd ambodifnerrta be ffr!prai^.ited wi^i th®raps;)iK;;siiy fstfsjctwsj 
amoynts of acid-ssnsltivs tnsdicsjifssnis, bioksgics Of enzysm^s, for owfspSs. a hemostsfic ofsecilvs si-ncunt c: th-ctv;i;ln 
oe; affeffsativeiy, an sJfsctsve j»jTs>ift)t o1 m s^dhesion-pfovsriifve sobasanoe. ThfORifoin Is e prcsiaojyJs: sn.^yf?-s« ^vtiici-i 
catasyms.the fjonvsf&iors of fifofltio^sr) to fi&Hn wbteh Isssjs to the fofniatson of blooss ciots, 
fOS^Sj Por hsmsstasis, ttje sloth may siso feis fmpregrsat^d with fibfinogsn, whieii will ssssss ir\ ths : fofmsiiof? ot a 
stfixsgcioS vAim ccsrfvsfled lo fifjrin by ihfOrEibio. Tibf inogoti is a soktbte pSastnss protBiri thtas is> conv«st«jd to Ihe ifssotubte 
tibffo ciot by fhs sstson ot shs en^yjiis iriiomsfrs, Fibrinos^n m p'eni-r.t irs noni-jai piisS'^iis at s t^oofisnifstion baiws^;"; 

2- 6 mg pssr ml, ssrci ifsdsspensaaKS fot bsocici eoaguiSSion, Ar. esoganous sjou-ck cjI iibfincjgsin pfixiijcsm a s;!«>n90( 

wosjnd. m doii-> iS Ihen sprsyjjd wiih a throrrfein soi-jtson wh!;;f^ isisiantiy aji«>«s th« r!foisntjas;n !o kj?rft a hbm dot 
proo?5dut:8s. wh«r« pte?r^tufs cbt ^Sissokition wili leacJ to rabi^sdirsg. 

|CK536j TnsomPin esr'j'sot ba sjpjsfiesf f o 8 sabstfaf s fMf 3f iai thaf is too acsdics; i s. iess Sbso s<bout pH 6, b@caus« if wisS 
rapidsy b« ioacsiv&ied upon cootsct. in ttie case of ihe riSvfSraiizsd ctoih bemosfas of the invsoiioti, an ^iqiiaous solution 
of ttifttjTib"-; >r:ii\ tje difijcsiy appfisd shemto arid fr««2:s-drisdto provide k pui's&nt fssjdy. storage stabis ht^rnostat. Ths 
r,siutra!!<"s<^ ciotn rnay os Impfsgsiatsd witi-i Siipc>f{')bin af ttis tims of surgery by wssff irsg tns clotb -mh a tfsshly pfspas>5d 

c^sfriscS out 5ii(X':e ■■iOtnrOivi&ir! i-s :nacslv&;.3cf 

ifOOS^ U has slso bsesi 'ound ihsX oeutrjiu^ed cxsdffied caissjsose cioiti ;s; a rnofe ijfiafjtiye hramossaSli'san ih§ star!i?>g 
msiisriaii i.e. j'son-j'isuiimifxsd (acidic) oxK^'Sed csskiicse. sh;; fs^ason S'jirig iha: sns acidio ossdixsd csiiuiose fatiin; 'pH 

ceiiufesic (nsitSfsa.! has ars uns-spaotsd incfasia-K- fistsxiisSsais sSisatiy (o« Sfie oede? of atoou! a 50% raaacticsi ta bissiKiintj 
■tjma) over no«->06iitr^«;s<s esstutosic fnsimsii6> 

lWSiB] T' > p;tric ■'•x, .-I'l-jotrnt of ihfatnbirs uiiii^siS pet miiligrsm oi herfsoatatic: rriateriat iS frosrs 3 5 io abooi S ur^iis of 
ii-sfOf?-!!.-;!;-! par sniihcisarri of Sabnc ivi-sicf^ rssufts in 7Jy;»-86% of tbs thrarfein rsmaij-iing aftsf nicif« tiian Syssifs wbsf! 
?JorfXi in ii-f hgh[ vea;><?i ai r^tf igvsfa-ion ismperaii-sm A mit of fhfonibin is a msasufs ot the potsncy of tbe shfofsibfn 
ivhon :i !i:;ic;r> ^.vi-r. Isofina'Cja;-: irorri \h& tj!o<3d A littst of tiiton-stJiti is def!ns<J as tn» amoufst ot iJirari&ij-! nssedsjd Jo cioi 

■ha tibrfnogsjn in i trt of piasma in • 5 seconds. 

fQi)39^ ins ihfoff-sbirt-fa-ipragi-sataa 05iOtajit?:ad cefioiosic maisriai car; effscs-voiy be assd as a piSifssca! hesfsosJaS ir! 
fjofCjtcs! pfocsdurss on mammais. Tbe sforage-siaDte hsrnosta? prodacf sbotiid be ssps fstfi^araJsP untii it is miadv for 

0040] \ U < i 1 , , ) 

ifsnce, is -slso usssMi H.provai-iU -giOima'iooo! scsi op«f --v o« t-vsnataPfsedng ;^ 'o Ant-v-. npis 

ot Si-ich an stciP-seii.^iEiv-j adbes.ic;!'! psevs^n-ive .-siajntartc.^ .5 ■ -ip-f-.n 'A-i;:cn pfsven-ts fibrin ffOs-p iOiniina ;isi ;ii •■5:.::0;cai 
Stts s«Kf is tf>us (JM?U/ 1)1 pi-;\.ant;ny "iiHgtcv*; adhoaions A fibrinoiyst s^n/ytT;--; s=Jci^ as t-PAA sa S!'-ii!-;f!v ^o-;:; n c.-c- 
vsi'ition of stircsscai adbssion fofmation Dy iysfng tsbnn which is pras&rt a? ihs siirgicai sits. 

f004l j Oihar sxasrtptes of siPhfiSsosvpfSVJJntfvs agents wfjich rni^h'. Ps sensiiivs to an acid dftSiveiy syeslOfn by iong 
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t^svPoc-! I contact snciads oihs.-; Cjiyoosftmii-sogjycsns isudi dsoefnsdtt^n s.i!i(,->!o, r-5p.-j)rt;; }(!,:;Utt;i. olf^Of f:L;i!;ioiy!!C 
i^rsi;yrn$^i£;jJC^!^3S ^PA.^>tr^^pi^^i<ifia^;i5. !.jroKi««i5e.<jns5p{Oi!rokim}x«:. «o!-i-isbfiJx:i>i:i s:-ii;'.yjr;-.3-5 an!:b:<;.;:;;-5 k:.«v jvsckicuiisr 

blocksfs, KSSfoicis, «ind throrvibiri inhibitors (stKs-i as hifsxiin). P-aotasacch^nci!-! fnay bo pSifi^ciJiiifiy ijfstsiiji for adhs-siofj 
prevsntoi on s nsLitiaii^sts (nmnx as it na& tho ijdi«at< pfoporly o? achieving an artfithrartjjoiic eifsci Without causif-ic; 
<3S rruich cfefansciEnsm in ih& biood dya-sfnicE «s Ene fsspa? ij-ss sjnd ;>Sf)«faoticoagU!4Sfn drugs. T>ni5s, ysing ihs psntas5S£;- 
ehafsde. orte wo-jid sxpact ih« pmvi-tttKir. oi adhesior;- ci.:;rii;r;jS!r;g Uinin -ofiYimicsn wiShoiJt the tinr-ijcc'ssarv ( !s"k o? bis&d- 



iivsry lO s aufgteai s^je on a maSfix essiasjfe o? n-iaintas^if-a ii there ty viftug of the ae&Dr&snt. biofssorbabis, s;-!d pH 
oofns.«5tft}!e pfop^rtisa ot ihs tmina. l\ afao psfnafj ibo pr'Ji.;a!<}t(s.j''s oi <} dm'A p^j-iiv.j -sorfdy pj^dyi • liOfojinstied wstn 
an sctivs assnt timt m mmbw&x low pH. 

{0Q43j Oiher ac(d-a<5ns!!iv« rnfisdicarneots. sr-z^/tnuB (ma foioioi^ics ihai snay be acivanisiijesxiiiiy applied to the jujsj- 
trsiiizod oxlai^sd csisuloss esoth lor tn§rapsu«b us« incfuds antsfiforinolyiics. U^st pr^vem a ciot ^torj-s dissoK'ing too fa&J. 
such as A^fotff^irs or Trssytoi* ;: growih facta eomposttes, such a&.plassfev dsrfved grovsSh ?ac5©rs or spidsrmsl de?ivsd 
growth factor to speed vtearid hosliog: and glycastirniiTOgiycanS; s^iOh as c^ioridroltirt swSate sSfftd hyalsji 0nic8c«t vitii«;h 
ars btoiogfes found usstui In hsaiing vwoncis. 

Exam&!®s 

pmj The (Bvsntksrs wi!l novv bs iiiustratsd i>y ex«mpi^Sr. The ioSbwmg sx&mpfes r^prssant prslsrrsd smbodinwofe 

<5; ti-vj present Invsntion bui read )n conisji-cf*!-! kViti-; ;h«i d^f'Sslsd and ^ansrai dascopsion a&ova piovida kiftnet linaar- 
sissfidir.g of ins prssent invenSion and an oiAim^. ot a pfocsss ?of preparing ths products ot 5he invsnJiosi and pfsioticiog 
iho: «ie(h<5ds of she triVcr'tiOrt: 

f004S;| Pfepatation of f^es^^faiigsd OnC CfoJh in 3 Pans Meihyi Abohai. 2 Paris ^fhiiar vjRh Sodiufn Acstssis as ihs 

'0C4«?] A i^ai iiv r7 « 3 arf > o --t ij ' »i t^cen >( fc. t --k ^ i if > ^ ^ <.r v ^ <. 

"i 5 2% vvas vv-appad around a perforated cofa and piaced if tt>incv<n ecu-ippad -A-ti- c c;:-cyi3t:!-!S pufip, The rsado! 
■-■v.«;. ^i-if.rf A'nh c- :i !its;3 Of 'A'ai&f and S iitsrs of n-itHiiyi sjiconoi. A 3f00ftT(s)d EK-iOO constant ierr^paraturs 

li-d-: A-i! !):.;!;! i ;i '■ vu-:: "^ji c;sci<i;*t(on cjt sofutior-a Vii^is hijriiSdon to p«frsp tha soSvent throijgh ih& ominr oi tt3S 

if '.-v'.r : 'hc p!ii56 O: ciojh Wrapped %roiJ nd tne oor«. Th8soiv«f?t flowsd through theewt line and 
nscifixsiatad again Jhtotjgh tt)e pump atjd iistck. to the cof&. 

f 004?1 A stoscNojmtf is SiT»©«r)t Of scdiam acsSsts t r shydrate squat to ths n«mosr of tmies of carsoxy l lo ndKi on the 
oiQih wasadd«si io the aotii-ioo; i.e., 71 .9x 1 5.2%.=; 10 9? gsams ot catbosySfc astd: 10.92/45 0.242 moles of carbosyiic 
acid 3 242 x 1 3S t - X<.05 §!«n'-A of sodiUfii acstata tnhydraSs. 

[0048] Tns oS.Ci; ams of sodivim «!Xiiat«5 tfif^ydrats wsre addsd to ths aqusous alcohoi sokifiofi ;;ind cixui^-i^d by 
j:".»f!p ;;!iO!.tn;t arid throug:-! iab.nc tor 30 n-ssnutos Aftar 30 n-iOvtias. tns pH o? ti'to csrciiiaisng soU-^iiOO -each-id 3 
{;--,'>n:^i..j--!i v.-5!!.:c {pj-t .J 6), Ti-ss: oioin w;::;! bsing nes;tfai(i'ed 'A'l-h a ?>!.iffof soiiiiso-n consNiOf^ o- d n!i>,U:!0 oi ?.c-0;jn: aoai;-;i;; 
and acatic sic-ti which is a by -product frofY- ;n$ reaciiof- o- sodium ao^tata «•■!■; ths oxsdixsd csHUiosa. ■! -s snss s«ii-~ 

water.ancj stHring sspidfy in a blandet for t rfjsnuus. Tf)e soiuttot) was ffitsnxj'away trc-tn !ho shredded cJoti? asK-i iha pH 
ot ths fiifrats was- n^sa&ur^d. The pH vvaa sss cofrspafsd with 3,3 lorthsodgifvrsl ynnsutraii/sd cloth. Wt^en this ciosfi 
-s,'.sis titrated With standard sodi«m hydrossds for carbosyfic acid coniersi (S was found to iss 5 »v wssght carsojcysic 
acid The onginsii anneaffaisi^sd cloth had acarboscyllc stcld corttsnt ot !5.£%: indicating that 65% oi thdcarboxylic acid 
grouos i-sad boon neutf?)l!?;od: r!5.2-5.32)/i5 S n tOO - SS'^i, 

fOOSO] pH f-ieasureirssnts of isatdtt'S of iMTEBC&'SD* Sarrisf and naiitf^iixact ;N-^NTf';RG!^;i^a"5) Bainer vmo com- 
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for c i f itt d s- sat dc 



p s '^i { ofio a d then p '"f^w i f^ff^ j >^ -> urut t h« 



i s % i -J t, v J ^Hso J!«i U1 % (it <s V !~ n 5 

fK <t it i itmyi xjd 1 oJc > >» s Jh* < < -i ttosti ^iat do^ » <.nf< 1 <■ 

!(f f ( f ! 10 <. Js i i j! <-ch5-i % ik>s <. to tnbi. Iht, t f >bsf) it' T <■ J 5'- 



7 



to X < •! \ -if {)f nil <l<M^ im h\m't tM t ^ j c {? '> 

! JO >!i is ! {fv jr>^ ut «i Q -vlpf <u <i S ^ ""V f 



[0060.] T' !3 !S at-! cv;a!r;5;s tro ne;.:;'^^: v'r>S:c!~i ot ox!C",?0d <,f>»i.fios.iS cc-'i-! -Aiti-i !;;ipo:«as!i.i!»^ nycSro^en phoss?^a{« in 

1,006 Ij " q;j.-in?;;v €• : 19 b oirii'ns oi oxtdsi'ed c^'isuios.s c;ct?^ With « ssftjoscyffc scid cos^tsn? of (0.4? wtes of 
csisboxy!)-; >.:CKi), ;v«s wtappsd 'isowi-i ps-rfttrai^dcorsjs-ifidpiiticsciina rs^Ksior with ;j afcufetio^ putnp. lb {h« re;3Ctor 

was acics$d 3 » mnoi wmr and 1 .0 mt ot msthys ateorso), afsd tni* was cifcyiatssaroms! Jhs com, A quanmy 6^ .S 
SKsroso? dip«55ass!ifrn hydrogs!! ptsosphase {0.4"? ffsolesVwss dtssoK'sd irs SOO mi waisf asid acsdsci tolfs^scifciiiv^tfRig 
ft' soiiit son siovifiy m a f ste of 1 0 mi/min ; AJter 1 hoaf »H of ctrcijiavinsf soiufsoj^ 6, 1 isnd sfwvvssd rso f « nMr 
ch3!";9e Ti-«! f^si;tfal)^ecs ciofh was r&r«ovee! tfo:v} ihs reaclar and vvasi-sed 3 f imas wrth 600 fnf ot Risvhanoii if^isn asf 
d: iS.-:S Ths .;!o!h was whmj sfsd sxf^tbttsd a pH of aS « purSted ivSiSOif, 



ss 

A quanifity of 93,6 gmms o1 an osidi^ed cefiyioss fabric vwth a csrfeoxySsc acid contsnt of 38 weighi po-'soft 
'0:3? moSss of sdd) vijss wrapped areyrtd ca® ssd pfaojsO in a fesctorconiainij-sg .ss smisifs of 2.S imm c4 wa!«f ana 
.J S iiJsrs ot ?Tss;my{ afco^ol. To this soiuf ion <mf8 addsd 30 $ grans o? anhydfous sodiwrn ace-ats <0 tViOi&s) "ns 
stjiuSiO!-- Vi-as; oircjijieieri ka 1 hcuf Aft;?! 'hts; iims ihs pH of th«s soiuSsors S,3 arsrf fefrain«d CGtiStiar;- Th:? ctio?!-; 5.vjss; 
fSiTJv'vSd *ssn.>c trvrss tursssr \V!t.>^ 400 stii oi mstiiyl siconoi, snd hung so air dry. Tha pH of tiio dry cioti". in purifi-sd 
waSsf WEis 5.76. 

i0064j T.^iS ne'ytfaii?3'5 oiosh was* its >eci cy ccfeitt :!-:ad!«{»-->.'^ and iosiod css-i She swjna aptenic (ftc&ton mcxf^i for 
5S its i■^erDOf:■^=li;f; 8Sii< c-!'.:y .-^a-- -Sir ;jnf!--^t'f <ti,'L'i ;;iot:i "fx-* !if;u!--'-;!!/«; i.">i:fi ;:">;i:>s!d bieedin^j (fi fsn average oi 3 1 
mtnutss compared vr.tr tiis un;-;o>..i s-^ cic;-: oi 6 5 r^^s'tutsi wh-is's ;c's;i<d w- S VvOsHtds "Vhos nsmosfaSi& is achssvod 
fDoro rs5!5;0!Y i^sjh shs ns!,!;t«lued ciom fii;?n <.vni-s 'i-ss unrjetjfisisirsd &i<Si/M csilytosa cioifi 



[Q06Sji T'^ss IS. ex.-moif... o; c ;rr:i>rs§n8t!or) oi the oeytfai^sd ctosh vvtii^ f^bfinooer and its usa as a iiaiTKs&jat. 
jOC-SSl .A vj-v p;.;;-.- -^i.;.-i!«ii£fi!d Gsiidf^ed csliijic^s vseisjhif);.} ?rO tv,q vvtii", (j)«.-at8r ihsri 5 as m&da Py 

' ^ <: ^1 ^ s.sJS>C O A 'sO UbCrt COM c»*'^! X "^u* < X v,sf * j :i( t. t( "f't, CO'"" 'Tbit?-*- ' 

.-sio li' ;! ;.o:u;!-.v-: Of abowt 16.8 !T)g of fiSjfif-io^sn pfossin Ths ciofh piacsd on a swino spiofiic incssio-' o? ^ i;-; 
is."Xj!t-! Ai \ mrr :n depsfi 8!Xi is sprayed wth sT-i of tf •sontS)!!"! sofulsoo ccnt.stsfiing t .000 sinss ot s|-!fo--^Dif! v; - n ^ 
4 i:-:' -i :;o; -scvc ops RsiFTiOi?? (fnmsdiaUsiy ynd i5!«5«'d!m; <3: rassad wrthin sacorrfs Tiiss axpafin-j^nt fsp^ts'c-.; o:^ 
,; : : S \-c-.:;;'is ^t' d a;«-oa:ng is '5tooj:--KJ ;!• .:in avu'-nfiQ oi fJO ssconds. Wivao ftsperifnsfit is catrfed ou! wish 
iil'iutc.ijC!- ( •■•i:"c;;o ji.-c r.-f^i-c^' "^cs-" »iocciin$i ss. ktHQRisfS in 2 rmmls^. Thts sxpsrsfran^ dsrrsonstfaies ihas 
sfi-^ i.. ^ • -i-i/--!: i.'^s!!.. -vc ck;*:- S--^ i^pff r .-sScr! vs.<tt5i ridd-sff^nsitsve fibrffiofjen ^-nd exhsblis cnhfsr-i^ed h»- 

c.->:p«.-Hf^x=Ens. •n.-n ao^^o- strafe tiso 5,;nc«i;v oi ff-.5;s!!Ti.>fs;:;\(S!ng WNTERCESD &=■ rios j?r!pi«gn.--ui« .vifi-s ;-^c(ci 5,«n& !ivo 
anu-Kidi-ses«Dn ag.ji-s. c.o<>-.:.v-!: oc; v^'stli ••sofi-oes.ttfais^sd oxicss^sd fsasnsfatse csfluiose tarfte? (ntprsgnatecf v«m sum 
cSgSfT!? !i ?iteo Jc ■ :! .ft she cardiac modes that tiis a^snt is as a?tfys wsh fho daiwory svssarn ?t5 (t h atena 
o, (f>.'{KOM>s 1 <K/fsc>!XA! Of M '^"'fTLLD Br..' &e axsts*! lO nor (!»oSm uJo df/>uo«S' 

fOOSS] !(5 vtffo sixpsssrsients, d$rnof!'5ff :sse stabsiisy o? antic-Oia^i^lcJrii drujis in ifw rieu-rah/sid r(;atona!s. cont-BSisrsg ti-iam 
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be HT?p.'sc;f>si!ixJ wsth h ST-sdiosirfwnt An sxsitrspis ot Bixt\ ss pi^xiadimi ssi ass i'oiicjws 

p)70j A -i 25 g amoufti oi N^iNTERCEED Sarfi«r was sosKsc! tor 20 iriifKilss sn 500 m;i oi a soiution ot 4% gSycstoi 
a p*!i: ci!S.ii tiJ'Op 0* paiir-s adcfe'cS io «;8t'f^ <5n«.:, and the psecss. wns(«.< ot^sc-a't'd giycefoi-irsJ&sea j^af-^iplas. si:- 
ANIMAL yODELS 

fOOTS^ Ail animsi ? .u-cjicai pscujedufos ^vve-fs- chs.'s sed out sccofcJsn^ to Jhs prindptes sat Softn in ifss "QuicSe io\- Jhs C?5r& 
anci Use oi Uifeorsikirv Anwisis'- (irisJitiite rA labo-moty Ansm! Re^oijfcsa. N?j!ionsai Ressarch Ccjusncs^. 

[0073] T^s rviCdsl is as dsscribse by Linsky, C B. s: Adhesion rsOiJCtion in iiifs r?;i>bii yssnns jv:..;:-: ;■:^c:■^^!i :;?,iri9 a;-; 

w ■'h ' - " n<i I 0> - <■ Mi ^t" A'- ^ X;!-. ^.n ! o^Pv. i (» -wite o' -• ^^o - -^iqp-! 

[0074] All artknai sijt'^&y vvss do>(8 Uf>d8r «s&ptic conditscm; this snciuded m iodine scrub, drapirtg, snd use o! s1«f )!« 
tsciir.iqys. Laparoiofny was rnacte throu^gh s fow&r rrsidfins incision snd iAsdm horns ars exposed. Fivs cm tengths of 
xjiefine homsssartsng 1 emircsmths bikffcaifOfvwet&scKipsdifslngattO sca^elblad^^ Thesetaps, cmjrcsBed In raStire. 
fuMy mpfiovsdihs ssfoss s;>d ehsrastsrizsd by ©r*gOfg«mst>roi stood vsssste and a SfT>aSI art^urtJ of pundats 
bififfding. Nc-rrnaify 20 strokes wSh the scaipei were suffscient ia if)dyc« dfsscsibed injiify. in ttsis mcxirai, hen^osjasis 
vas sschie-visid. ^A'i^^n risc^ssaty with tsmponscis, Vho &f!!!nats wsfo trs-stod isy coveting s®.cb iiorn with ©siough iabfsc 
so as !o oofnijissHy ct)Vf;: iniuieci siroa. ; i? U^-y^-.a \v(:"> ciii to a pt«c:f S trsches by S inches (5 err* s ?.6cr>). The 
app!Xjpfia;& doi-sgsj oi ci uo wa^ ;h8!-i =;c»i:ed to ths area sy f-x;;s?<snR-!q tlt^! tafjric; with 1 fnl ot ths drug soiutiort. The 

0C7S] ! M . <. f. > > s d " '-VmSJViSIS, NJ). !hf5 Ct.:ti5<-)fSOiJS 

\-¥t!!;r.i - (;on!S:d«!tKi ^jDifi ti-;s; s-xis.-r.t fsnci :«>v!5r;;y ci- itifj adhosiOEis T; ••■5 Sicoi-ng $.;ysi<jrr; relies on tt5« fact ihsjt an £j()efiS:v« 
isngtii 0? *jtsms- i'^CiH is trsijm&tizsd: tfws extent ot adhesions can be cjuanflted »y msa^ismg ths i^Dgth ot the j'lorn 
■o g!V« the laiiovsjog c^radirsg: 

0~Moadhssiori3 

fcS0% oft?au!T;3tf2sci arsa 



5 oi iiidhssions iritermsdiats bsiwessn the above gmdas; The ssvartty 



|;C5077| The to-ssi grade Ihi^s is sddl'.tvs- glvis-sc^ « ranos- o; JSitieaiors scores of 0-4. vvf-ilch rspr^sem botfi e>ftsnt and 
severity Tiiys, a scofe o? 0 rspfeser'sts no adhesicsjs ^^'h!!e a scOfS of A represents ii-iS rnos! severe extent aod severity 
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lijriijtihis invoivesJ m <ji.t!!5&!ms> w«r« iinsily^ad Thesis d«!Si psirnit pasa-ntJirs; saatisiiajl <jn4i!ys<s. PwffhsffnorcN U>e{s<5 
fiisisiyssa p&nrni Cjfsstsf dlscri'YtioaSson among tfsaimsnt Qfoups whsn ^imm horns havs ins'oivsnisnJ sdhessons 
gr«i3tor irejri B0%. A vsjkfs o? 0 rsptsssriis m adhesitw sifio 5 err* rsspfsssnUJ toistl sfivossmeni ot Mi test ssgtra-s^s of 
iitsfsrts horn. 



Modffi-:Ks Utesiriis Horn fi-tetJel: (Bteerffsiq Susqicai SiSij- 



is- 

{CSOSOj White Hm. ZsatetTKf raisbit* of «ither ssx k§) : wsrs housed (f»cifvidua% and fed P«f ism Lab Rafebit 

Chow l-iF SS36 fpyfif)s Company, Ss. Lcuss, Missouf!), Ml imirmiis wsf0 acd!Ersa!:e?J in ihs vivarsum tof ijS issist iwcs 
wseks pfiof toum Thsy wore givsn {ood ane watsr ad iibitym but wi!©food>rva$wa^!h&!dforom E'iigh? prior to $iif@sfy- 
I.W1J AolTTiaSs were wsfghsd. Arjssthssia was fftduced usirsg infi^vsnoys kstamirse (SO mg-'rnD/xylaxirjS: {& m^fpM 
S(> and rt'^aimsinad foSowificj sndclract-ssaJ ifstobato mib moihcsyfiursf^a (Cs.5-3%, Ir^ oxygsn) by iohsijitlon. The ihoracic 

d:-apss were Sippfifsd an;S ^ijrgsfy psiloirned ussng ssssp-is iscfsnsqije. 

[QOSSj Ths ihc-ax «.'as op»:';Sd v!a a >-;"<sd;sri si'-Jffso-ctnv b-eecing was confroiisd -JSii-iC! ei&c^i-K.ayJsry Any biooci 
sjissts fSft5S:ifoir*9 on Of ai-Oi.ir!d She psfics-dfijtfi vK;rt; rijrnovsid prior ia opstiirig ti-;® pestcarcikifri fnadiSsHy The -horax of 

tvissppod torsiiing^r. An siiiptscat pst-os ct ox-di/s--; ■5; ;s.n<;.: !; x: c.eij«los^i tabsic Wiih ^sxsi 2'x3' (5 cnt y. 7.6 oa^) 
csrapsci ov^r t^s amsfiof sofes of ths fseart a»c! afounc! stss apax so Sh« poslsfior surface. Tha soid^eositiva actfva 
agsnt v*fas.d8iivefed to ths oxidssd fsgsnssstea ot'Siotoss Isbnc Ss-sd was absofbssd by \l Th« Stofsic was closed in 

38 Isiysfs, Ths ajiifnsi wjas sacrificed torn weeka s?{ef siirgefy and ths 8?-iigfiof sprfacs oi ths heart arid Iha tindsrsids. 
the sterriym esvaStiatod fof adhsssorss. 11>8 percmtacis adhsslm Invofvssmsnt of a strip t ern wide iJfici exterrditrg froff) 
tbs stpex to tbs isass ot t^s amsrior eafdisc sudacs was «&timatedv Thys, a seorsiof 100% fapresams ths gmat«st 
■ixisr!- of ahes;ior;s and 0% tapreseots no adhasioos Thiis strip reprasenSs tba st.!fJ?!f;e -hit hear^ if) in-irriate contsjct 
vysti": {SIS s1«;fnuni. whsrs adhes:0'-:i- are rnos; itKsly ;0 occtjf and csyss; a p'obieiv; loc the Svirgs'i^'' ssternptlng a resjitiy 

3S to th© ihofsx 



'^6 1 ^ St i ; >. i i<.f 5 tea \ i { x <. > <. 

{h0 c&t8!ytic1fasiO~!sm ot t->'A v f^o r^Si i v-y;- :. activity of Fis-^b-Cf-" is dstamsnsd t>y chfort^ogenic assay losing S-js25i 
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